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DETAILED ACTION 

1. Claims 1-44 are pending in the application. 

Response to Arguments 

2. Applicant's arguments filed on Oct. 6, 2006 have been fully considered but they are 
not persuasive regarding enablement and indefiniteness rejections. In regard to 
enablement for treating various disease conditions, the applicants cited an article by 
Wise and a review article by Philipp et al. However, both of these article do not say 
anything regarding well known utility of either alpha2a or alpha2c receptor antagonists 
in treating hypertension, erectile dysfunction, pain, glaucoma, alcohol and drug 
withdrawl, rheumatoid arthritis, ischemia, migraine, cognitive deficiency, spaciticity, 
diarrhea and nasal congestion. Actually, the review article by Philipp clearly states that 
" Despite the fact that alpha2-adrenergic receptors serve a number of physiological 
functions in vivo and have great therapeutic potential, no sufficiently subtype-selective 
ligands are clinically available yet " ( see page 287, right column ).The only well 
established utility is for beta2 receptor agonists in asthma and betal receptor 
antagonists in hypertension. In regard to treating atherosclerotic coronary arteries, there 
is no teaching in Philipp's review article regarding efficacy of alpha2a receptor 
antagonists. Actually, this article specifically mentions ( page 290, left column ) that it is 
still unknown which alpha2-receptor subtype is responsible for the vasoconstriction in 
humans. In regard to sedation and hypotension, Philipp's article clearly teaches that 
alpha2a receptor agonists and not antagonists mediate these effects and therefore, 
selective alpha2a receptor antagonists will have utility in treating adrenergic alph2a- 
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recptor- mediated hypotension and sedation. In regard to treatment of Raymond's 
phenomenon, Philipp's article mentions diminishing the vasoconstriction by alpha2- 
adrenergic antagonists and not by alpha2c receptor antagonists. The study by Wise 
does show efficacy of OPC-28326 ( with preferential binding to alpha2c receptors ) at 
high dose in Raymond's phenomenon. However, the structure of this compound is not 
disclosed and therefore, it is not clear whether this compound is structurally closely 
related to instant compounds or not? However, if other structurally diverse compounds 
having alpha2c receptor antagonist activity are also known in the art to be efficacious in 
Raymond's phenomenon, only then the instant compounds will have enablement for 
treating Raymond's phenomenon. 

In regard to indefiniteness rejections of instant claims 24-44, the examiner does not 
agree with the applicant's arguments that claims encompass both in vivo and in vitro 
use. As stated clearly in the last office action, the compounds need to be administered 
for inhibition in vivo and there is no mention of administering the instant compounds in 
the instant claims. Also, as mentioned earlier in response to enablement issues, the 
instant specification does not have enablement for treating adrenergic alpha2c receptor- 
mediated condition and therefore, it is not clear what is end result for inhibiting alpha2c 
receptors in vivo? The instant specification is enabling only for inhibiting the activity of 
both alpha2a and alpha2c receptors in vitro. 

Conclusion 

3. Rejections under 35 U.S.C. 112, first paragraph and second paragraph are 
maintained for the reasons of record. 
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4. THIS ACTION IS MADE FINAL. Applicant is reminded of the extension of time 
policy as set forth in 37 CFR 1 . 1 36(a). 

A shortened statutory period for reply to this final action is set to expire THREE 
MONTHS from the mailing date of this action. In the event a first reply is filed within 
TWO MONTHS of the mailing date of this final action and the advisory action is not 
mailed until after the end of the THREE-MONTH shortened statutory period, then the 
shortened statutory period will expire on the date the advisory action is mailed, and any 
extension fee pursuant to 37 CFR 1.136(a) will be calculated from the mailing date of 
the advisory action. In no event, however, will the statutory period for reply expire later 
than SIX MONTHS from the mailing date of this final action. 

5. Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Charanjit S. Aulakh whose telephone number is 
(571 )272-0678. The examiner can normally be reached on Monday through Friday, 
8:30 A.M. to 5:00 P.M.. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Thomas McKenzie can be reached on (571 )272-0670. The fax phone 
number for the organization where this application or proceeding is assigned is 571- 
273-8300. 



Application/Control Number: 10/679,722 Page 5 

Art Unit: 1625 

Information regarding the status of an application may be obtained from the 
Patent Application Information Retrieval (PAIR) system. Status information for 
published applications may be obtained from either Private PAIR or Public PAIR. 
Status information for unpublished applications is available through Private PAIR only. 
For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 
you have questions on access to the Private PAIR system, contact the Electronic 
Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 
USPTO Customer Service Representative or access to the automated information 
system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

Charanjit S. Aulakh 
Primary Examiner 
Art Unit 1625 



